We present an infant with true trisomy 22 We report an infant with prenatally diagnosed trisomy 22. The physical examination and necropsy findings are compared with those previously published. Of particular note is the fact that our patient is the first reported with macrocephaly and hydrocephalus and the second with holoprosencephaly. ile), was 47 cm long (10th centile), and had a head circumference of 45-5 cm (> 95th centile, 50th centile for 12 months). The craniofacial examination was notable for macrocephaly, a large anterior fontanelle, low set ears, hypertelorism, epicanthic folds, downward slanting palpebral fissures, a flat nasal bridge, a long philtrum, a cleft of the right upper lip and of the palate, micrognathia, and a short neck with redundant skin (fig 3) . Examination of the right eye showed a large inferior coloboma of the disc and retina, with a benign cyst infer-
. Mosaicism is ruled out by the finding of a 47,XX, + 22 karyotype in all cells analysed originating from two embryonic germ layers. The physical findings are consistent with the previously noted features including developmental delay, ear abnormalities, micrognathia, clefting, and congenital heart disease. The patient is the first described with macrocephaly and hydrocephalus and the second with holoprosencephaly.
(I Med Genet 1994;31:141-144)
Trisomy 22 is a rare syndrome as evidenced by the paucity of affected live born infants described in published reports. A complete and accurate clinical description had been difficult to compile. Some reports were based on inadequate, prebanding chromosome delineation and others did not rule out mosaicism.
We report an infant with prenatally diagnosed trisomy 22 . The physical examination and necropsy findings are compared with those previously published. Of particular note is the fact that our patient is the first reported with macrocephaly and hydrocephalus and the second with holoprosencephaly. ile), was 47 cm long (10th centile), and had a head circumference of 45-5 cm (> 95th centile, 50th centile for 12 months). The craniofacial examination was notable for macrocephaly, a large anterior fontanelle, low set ears, hypertelorism, epicanthic folds, downward slanting palpebral fissures, a flat nasal bridge, a long philtrum, a cleft of the right upper lip and of the palate, micrognathia, and a short neck with redundant skin (fig 3) . Examination of the right eye showed a large inferior coloboma of the disc and retina, with a benign cyst infer-G6,Pl,Ab4 woman. Amniocentesis, discussed because of risks associated with maternal age and multiple miscarriages, was declined. An ultrasound evaluation at 22 weeks of gestation showed that the fetus had dilatation of the right cerebral ventricle, a cleft lip, and a prominent nuchal fold (fig 1) . Increased concerns about fetal chromosomal abnormalities were raised by the physical findings and discussed with the family. At that point, they felt that fetal chromosome analysis was warranted.
The fetus was found to have a 47,XX, + 22 karyotype (fig 2) . The a fetoprotein was within normal limits. The implications of these findings were reviewed with the parents who elected to continue the pregnancy.
The infant was delivered at term by primary caesarean section because of hydrocephalus. Her Apgar scores were 5 at one minute and 7 at five minutes. She weighed 2690 g (1Oth cent- iorly and posteriorly. There was an inferior coloboma with intact disc of the left eye. The infant had widely spaced nipples, hypoplastic nails, and rocker bottom feet. The neurological examination was notable for generalised hypotonia.
Chromosome analysis of peripheral blood confirmed the prenatal diagnosis of a 47,XX, + 22 karyotype (fig 4) . Additional laboratory studies included cranial ultrasound and CT which confirmed the presence of hydrocephalus ( fig 5) . Echocardiography showed the presence of a patent ductus arteriosus, pulmonary valve insufficiency, and pulmonary hypertension. A gastrostomy tube was inserted because of feeding difficulty. A ventriculoperitoneal shunt was placed for management of the hydrocephalus. The infant died at the age of 4 months secondary to respiratory distress. 22. We also note the additional features of hydrocephalus and macrocephaly.
